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REMARKS 

Claims 1-16 and 19-20 are canceled. Claims 17-18 and 23 are amended. Support is 
found, for example, in the original claims. No new matter is presented. Entry of the amendment 
is respectfully requested. 

I. Election/Restriction 

In paragraph 1 of the Office Action, the Examiner acknowledges Applicants' election in 
the Response filed March 6, 2008 of Group II, without traverse, which encompasses instant 
claims 17 and 18. The Examiner also acknowledges new claims 21-24, which read on the 
elected invention. Thus, the subject matter now under consideration is drawn to claims 17-18 
and 2 1 -24. Claims 1 - 1 6 and 1 9-20 have been canceled. 

II. Priority 

In paragraph 3 of the Office Action, the Examiner indicates that the prior-filed 
application fails to provide adequate support or enablement in the manner provided by the first 
paiagraph of 35 U.S.C. §112 for one or more claims of the present application. The Examiner 
states, "all claims are not adequately supported or enabled by the prior-filed applications for a 
method of treatment". 

The Examiner fiirther states that Applicants are not entitled to the priority date of these 
applications for all claims in the instant claim set because the prior filed foreign applications (JP 
2003-189837 and JP 2003-420912) do not support Applicants' instantly claimed invention since 
the prior filed applications are in the Japanese language and are not understood by the Examiner. 
The Examiner concludes that all claims are given a priority date of June 30, 2004. 
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In paragraph 4 of the Office Action, the Examiner indicates that the present application 
appears to claim subject matter disclosed in prior International Application PCT/JP04/09604, 
filed June 30, 2004, which claims priority to Foreign Patent Application JP 2003-189837, filed 
July 1, 2003 and JP 2003-420912, filed December 18, 2003. The Examiner further states that a 
reference to the prior application must be inserted as the first sentence(s) of the specification of 
this application or in an application data sheet (37 CFR 1.76), if applicant intends to rely on the 
filing date of the prior application under 35 U.S.C. 119(e), 120, 121, or 365(c). See 37 CFR 
1.78(a). 

Applicants provide the following in response. 

Regarding paragraph 3, Applicants are not required to submit certified English 
translations of the priority documents, unless Applicants intend to rely on the priority documents 
to overcome a reference. However, the Examiner is correct in that the effective U.S. filing date 
of the present application is June 30, 2004, which is the filing date of the international 
application, to the extent that a certified English translation of the Japanese application priority 
documents has not been submitted. 

Applicants submit a certified English ttanslation of Japanese application No. JP 2003- 
189837 filed in Japan on July 1, 2003 herewith to antedate the Igarishi et al reference as 
discussed below. Therefore, Applicants claim to foreign priority is perfected. 

Regarding paragraph 4, the present application is a National Stage application under 35 
U.S.C. § 371 and Applicants are not required to amend the first sentence of the application to 
reference the international application. The rules quoted by the Examiner relate to earlier 
applications, but the international application is not an earlier application because the national 
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stage application and the international application are the same application and have the same 
filing date. Specifically, MPEP §1893.03(c)(III) states: 

a national stage application submitted under 35 U.S.C. §371 may 
not claim benefit of the filing date of the international application 
of which it is the national stage since its filing date is the 
**>intemational filing date of the< international application. See 
also MPEP § 1893.03(b). Stated differently, since the international 
application is not an earlier application (it has the same filing date 
as the national stage), a benefit claim under 35 U.S.C. §120 in the 
national stage to the international application is inappropriate and 
may result in the submission being treated as an application filed 
under 35 U.S.C. §11 1(a). See MPEP § 1893.03(a). Accordingly, 
it is not necessary for the applicant to amend the first sentenceCs) 
of the specification to reference the international application 
number that was used to identify the application during 
international processing of the application bv the international 
authorities prior to commencement of the national stage (emphasis 
added). 

It is not clear whether the Examiner is requesting Applicants to amend the specification 
to also include a reference to the foreign priority applications. Although it is a common practice 
to include a reference to the foreign priority applications, there is no formal requirement for the 
specification to refer to the foreign priority applications. The requirements to obtain the right of 
foreign priority are (1) a claim for priority; and (2) the certified copy of the foreign application. 
The claim for foreign priority must identify tiie foreign application for which priority is claimed 
and may appear in the oath or declaration, an application data sheet, or the application transmittal 
letter with the recitation of the foreign application. These requirements have been m et. 

In view of the above, Applicants claim to foreign priority is proper and no amendments to 
the specification are necessary as stated above. However, the specification is amended as 
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III. Information Disclosure Statement (IDS) 

In paragraph 5, the Action indicates that the IDS and references submitted April 25, 2006 
have been reviewed to the extent that each is a proper citation of a U.S. patent. 

In paragraph 6, the Action indicates that the IDS filed February 17, 2006 fails to comply 
with 37 CFR 1.98(a)(2), which requires a legible copy of each cited foreign patent document; 
each non-patent literature publication or that portion which caused it to be listed; and all other 
information or that portion which caused it to be listed. The Examiner states that the IDS has 
been placed in the application file, but the information referred to therein has not been 
considered. Specifically, the Examiner states that the foreign patent documents JP 2001-163862, 
JP 2001-507338, JP 2002-541095, JP 2004-2318 and JP 2004-504351 have not been provided. 

In paragraph 7, the Action indicates that the listing of references in the Search Report is 
not considered to be a proper citation in compliance with 37 C.F.R. § 1 .98, 

Applicants note that the Examiner's reference to an IDS filed on February 17, 2006 
appears to be a clerical error as no IDS was filed for the present application on February 17, 
2006. However, it appears that the Examiner may be referring to the IDS filed April 25, 2006, 
since the JP references which the Examiner states were not provided are listed on the PTO/SB/08 
Form submitted with the IDS filed April 25, 2006. 

Regarding the IDS filed April 25, 2006, it is noted that the Examiner has crossed off the 
listed JP references, indicating tiiat these references were not considered because, according to 
the Examiner, a copy of these references were not provided. However, each of the listed JP 
references, i.e., JP 2001-163862, JP 2001-507338, JP 2002-541095, JP 2004-2318 and JP 2004- 
504351 are present in tiie Image File Wrapper (IFW) for tiie present application on the U.S. 
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PTO's website. A copy of the "Display References" tab of the IFW of the present application 
and the first page of each of the listed JP references said to have not been provided is attached 
for the Examiner's convenience. Therefore, the references were in fact provided and therefore 
should be considered by the Examiner. Applicants also submit a copy of the PTO/SB/08 Form 
filed with the IDS on April 25, 2006 and request the Examiner to initial or sign the form to 
indicate that all of the references cited therein have been considered. 

In response to the Examiner's comments regarding "the listing of references in the Search 
Report", Applicants note that the International Search Report is submitted as an indication of the 
degree of relevance of the Usted references as found by the International Bureau in compliance 
with the concise explanation requirement under 37 C.F.R. § 1.98(a)(3) for foreign language 
documents as indicated at page 2 of the IDS filed April 25, 2006. This is an accepted practice as 
indicated by MPEP §609.04(a)(III), which states, "where the information listed is not in the 
English language, but was cited in a search report or other action by a foreign patent office in a 
counterpart foreign application, the requirement for a concise explanation of relevance can be 
satisfied by submitting an English-language version of the search report or action which 
indicates the degree of relevance found by the foreign office." 

In addition to the citation in the International Search Report, a copy of JP 2001-163862 
and an English translation thereof were submitted. Also, other references in the Japanese 
language without English abstracts were submitted together with the corresponding U.S. Patents 
or Canadian patent in the English language as follows: 

JP 2001-507338 corresponds to US 2001/03745A1 
JP 2002-541095 corresponds to CA2367051 Al 
JP 2004-23 1 8 corresponds to US 2005/96322 Al 
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JP 2004-504351 corresponds to US 2003/216358 Al. 

Thus, the Examiner should have considered the references in view of the citation in the 
International Search Report and in view of English language references submitted with the 
Japanese language references. 

Accordingly, reconsideration of the IDS filed April 25, 2006 is respectfully requested. 

IV. Response to the Objection to the Title 

In paragraph 8 of the Office Action, the title of the invention is objected to as not being 
descriptive. The following title is suggested by the Examiner: METHOD OF TREATING 
METABOLIC BONE DISEASE WITH A TRIAZOLO PYRIDAZINE AND 
BISPHOSPHONATE COMPOUND. 

The title is amended herein as suggested by the Examiner, thereby obviating the 
objection. 

Accordingly, Applicants respectfully request withdrawal of the objection. 

V. Response to Claim Rejection under 35 U.S.C. § 112, 1"*" Paragraph 

In paragraph 9 of the Office Action, claim 23 is rejected as being indefinite. The 
Examiner states that there is insufficient antecedent basis for the recitation, "the 
bisphosphonate". 

Claim 23 is amended to depend directly firom claim 1 7, thereby obviating the rejection. 
Accordingly, Applicants request withdrawal of the rejection. 

In paragraph 10 of the Office Action, the Examiner asserts that the recitation "and/or" in 
claim 17 and 18 at line 2 is confusing as to what method is being claimed. 
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Applicants note that the term "and/or" is commonly used and is readily understood to 
refer to alternatives and also to a combination. That is, the phrase "and/or" indicates that one can 
either choose between two alternatives or choose both of them. For example, the recitation A 
and/or B is readily understood to refer to A or B and also to the combination of A and B. Thus, 
in the present-case, the phrase "reduction of the bone mass and/or bone strength" refers to 
redviction of the bone mass or reduction of bone strength, and also to reduction of the bone mass 
and reduction of bone strength. As the meaning of this phrase is readily understood, one of 
ordinary skill in the art can easily ascertain the meaning and scope of the claim language. 

Notwithstanding the above, claims 1 7 and 1 8 are amended herein, thereby obviating the 
rejection. 

Accordingly, Applicants respectfully request withdrawal of the rejection. 
VI. Response to Claim Rejections under 35 U.S.C. § 112, 1** Paragraph 

In paragraph 11 of the Office Action, claims 17-18 and 21-24 are rejected tinder 35 
U.S.C. 1 12, first paragraph, as failing to comply with the enablement requirement. 

The Examiner asserts that the recited "method for prevention" is not enabled essentially 
because the prior art nor the instant application is enabling for prevention of metabolic bone 
diseases with the elected composition. 

Applicants respectfully traverse the rejection based on the following. 

Osteoporosis is recognized as a disease in which bone mass and/or bone quality are 
reduced and thus bone strength is reduced to increase the risk of bone firacture. It has been 
reported that 10,000,000 patients and the spare group of more than 18,000,000 people having 
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reduced bone mass (left column of page 785 of Osteoporosis Prevention, Diagnosis, and Therapy 
JAMA. 2001; 285(6): 785-795 (a copy of this reference is attached as Attachment 1)). 

This reference states, "WHO operationally defines osteoporosis as bone density 2.5 SDs 
below the mean for young white adult women. It is not clear how to apply this diagnostic 
criterion to men and children, or across ethnic groups" (in the middle column of page 786). With 
respect to osteoporosis, it is the current situation to draw a line between patients which require 
treatment and the spare group which require prevention based on the extent of the same cause of 
the disease. Accordingly, it is understood that an agent which can treat the cause of osteoporosis 
is useful in both of treatment and prevention of the disease. On the other hand, there is a case 
which has a possibility of a different effect of the agent (e.g., before infection and after infection 
in the case of infection disease). This situation with osteoporosis should not be judged in the 
same way. 

Accordingly, in this technical field, it is apparent that an agent having an effect to 
improve bone mass and/or bone strength is useftil as an agent for treatment for patients having a 
bone mass which is lower than a certain level and is usefiil as an agent for prevention for the 
patients having a bone mass which is higher than a certain level. Thus, it is understood by those 
of ordinary skill in the art that the agent can be used for both purposes. 

In fact, in the clinical reports about osteoporosis, there are reports in which both of the 
prevention and treatment are objects, which is clear from the use of the phrase "prevention and 
treatment of osteoporosis". 

(1) Bisphosphonates: from the laboratory to the clinic and back again (Bone, Volume 25, 
Issue 1, July 1999, Pages 97-106). (Copy is attached as Attachment 2). 
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(2) Biochemical markers for prediction of 4-year response in bone mass during 
bisphosphonate treatment for prevention of postmenopausal osteoporosis (Bone, Volume 33, 
Issue 1, July 2003, Pages 150-158). (Copy is not attached). 

(3) The effect on bone mass and bone markers of different doses of ibandronate: A new 
bisphosphonate for prevention and treatment of postmenopausal osteoporosis: A 1-year, 
randomized, double-blind, placebo-controlled dose-finding study (Bone, Volume 19, Issue 5, 
November 1996, Pages 527-533). (Copy is not attached). 

(4) Estrogen-dependent increase in bone turnover and bone loss in postmenopausal 
women with breast cancer treated with anastrozole. Prevention with bisphosphonates (Bone, 
Volume 41, Issue 3, September 2007, Pages 346-352). (Copy is not attached). 

In addition, there are many U.S. patents wherein claims to "prevention and treatment of 
osteoporosis" have been allowed (e.g., U.S. RE390,50E1, U.S. 6,953,791B2, U.S. 5,951,850B2, 
U.S. 6,924,28082, and U.S. 7,138,392B2). 

Moreover, it has been proven in the present application that use of a combination of a 
non-living body-derived non-peptide osteoblast differentiation promoting compound and a 
bisphosphonate has an effect of increasing bone mass or increasing bone strength in the 
osteoporosis model animal. Accordingly, in addition to the method of treatment of a metabolic 
bone disease which accompanies reduction of the bone mass which is achieved by the above 
effect, a method of prevention for the patients of a spare group of such a disease should be 
allowed. 

Accordingly, Applicants respectfully request withdrawal of the rejection. 
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VII. Response to Claim Rejection under 35 U.S.C. § 103 

In paragraph 12 of the Office Action, claims 17-18 and 21-24 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Igarashi et al. (US Patent 7,173,033) in view of Burk 
(US Patent 6,174,857), 

Applicants claim priority to Japanese priority application, JP 2003-189837, filed in Japan 
on July 1, 2003, which precedes the earliest effective prior art date of Igarashi et al, and 
respectfully submit a sworn English translation of the priority document to remove Igarashi et al 
as a reference. 

The critical reference date of Igarashi et al is determined as follows. 

The currently recognized effective filing date of the present application is the filing date 
of the international application filed on June 30, 2004. 

The Igarashi application (the '859 application) that resulted in the '033 patent is a 
continuation of App. No. 10/505,393, filed as PCT/JP03/02248 on February 27, 2003. However, 
International Application No. PCT/JP03/02248, (published as WO2003/074525) (WO '525) was 
not published in English. Therefore, the international filing date can not be treated as the U.S. 
filing date for prior art purposes. See MPEP §706.02(f)(l)(I) and §2136.03(11). 

The Igarashi reference may only be applied imder 35 U.S.C. § 102(a) or (b) as of its 
publication date, or 35 U.S.C. §102(e) as of any later U.S. filing date of an appUcation that 
properly claimed the benefit of the international application. Id. 
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Taking this into consideration, the '033 patent publication does not qualify as prior art 
since the publication date of February 6, 2007 is after the effective filing date of the present 
application of June 30, 2004. 

Further, the '033 patent would only be entitled to §102(e) date as of its U.S. filing date, 
i.e., the filing date of the '859 application which is July 28, 2005. This date is after the effective 
filing date of the present application of June 30, 2004 and therefore, Igarashi et al does not 
qualify as § 102(e) art. 

The international application publication, WO 2003/074525 (WO '525), was published 
on September 12, 2003, which is before the effective filing date of the present application of 
June 30, 2004. Thus, the WO '525 publication qualifies as a reference under §102(a). However, 
Applicants have antedated the § 102(a) date of the WO '525 publication by filing a sworn English 
tianslation of Applicants' Japanese priority application, JP 2003-189837, filed in Japan on July 
1, 2003, which precedes the publication date of WO '525 of September 12, 2003 to remove the 
WO '525 publication as a reference against the present application. 

The claimed invention is supported by the priority application as follows: 



The present claims 


Support in JP 2003-189837 


17 


page 16, lines 11-23; page 36, 
line 13 to page 37, line 2 


18 


page 15, line 16 to page 16, 
line 23 


21 


page 18, line 18 to page 20, 
line 25 


22 


page 32, lines 9-25 


23 


page 34, line 11 to page 35, 
line 2 


24 


page 52, line 25 to p. 53, line 
15 
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Thus, Igarashi et al is not legally effective prior art to the present application and Burk 
fails to teach or suggest all elements of the present claims. Thus, the present invention is not 
rendered obvious. 

Accordingly, Applicants respectfully request withdrawal of the rejection. 
VIII. Response to Obviousness-Type Double Patenting Rejection 

In paragraph 13 of the Office Action, claims 17-18 and 21-24 are rejected on the ground 
of non-statutory obviousness-type double patenting as being unpatentable over claims 1, 5 and 7 
of U.S. Patent No. 7, 1 73,033 (Igarashi et al.), in view of Burk. 

Applicants respectfully traverse the rejection. 

While Igarashi et al and Burk are generally related to similar therapeutic methods, the 
active agents are totally different. Igarashi et al claims a nitrogen-containing heterocyclic 
compound .respresented by formula (I) as described in the reference, whereas Burk teaches 
Insulin-like Growth Factor (IGF-1), which is a 70 amino acid peptide that retains structural and 
biological similarities to insulin. See column 1, lines 49-52. There is no structural similarity 
between these two agents and in view of the structural differences of these agents one of ordinary 
skill in tiie art would not have been motivated to modify and/or combine Hie references as 
suggested by the Examiner. 

Additionally, tiie present invention is directed to a small chemical molecule osteoblast 
differentiating promoting compound, whereas the IGF-1 of Burk is a naturally occurring protein 
preferably from the same species being treated therewith. See, e.g., column 2, lines 45-47. 
Thus, one of ordinary skill in the art would not have had a reasonable expectation of success in 
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modifying or combining the references of achieving a method involving use of a non-living 
body-derived non-peptide osteoblast differentiating promoting compound. 

Accordingly, Applicants respectfully request withdrawal of the obviousness-type double 
patenting rejection. 
IX. Conclusion 

In view of the above, reconsideration and allowance of this application are now believed 
to be in order, and such actions are hereby solicited. If any points remain in issue which the 
Examiner feels may be best resolved through a personal or telephone interview, the Examiner is 
kindly requested to contact the undersigned at the telephone number listed below. 

The USPTO is directed and authorized to charge all required fees, except for the Issue 
Fee and the Publication Fee, to Deposit Account No. 19-4880. Please also credit any 
overpayments to said Deposit Account. 



Respectfully submitted, 



SUGHRUE MION, PLLC 
Telephone: (202) 293-7060 
Facsimile: (202) 293-7860 




WASHINGTON DC SUGHRUE/26S550 



65565 
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